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(54)Titlc: ANTI-INFLAMMATORY ANT1SENSE DRUG 



(57) Abstract 

An anti-inflammatory antisense drug which compnses a complex of a 
synthetic polyamino acid consisting of repeated sequences of lysine and 
serine residues or polyethylene glycol modifications thereof and an antisens 
oligonucleotide complementary to the partial or whole base sequence of an 
mRNA encoding physiologically active substances participating in human 
inflammatory diseases such as interleukin-ip, tumor necrotizing factor or 
ct-cyclooxygenase. This drug enables efficacious treatment of inflammatory 
diseases such as rheumatoid arthritis, paradentitis, nephritis, ulcerous colitis, 
arterial sclerosis and psoriasis, septic shock, Crohn's disease. AIDS, 
intractable hepatic diseases, pathologies in association with liver transplant, 
etc. 
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^S^i'^^Itt^Is Mit4->3'?^ ? o->#tfc«fctfx>r Xtt£*©fiSls 

l>55feft#DNAfrblE?sn4mRNA t -SB* 

>xii7>ft>xl*<Il»OliilltCJ:0e-6t4:t*fl«LTmRNA 

Sl£s mRN A©8Sf££2!»i-r***!>KfcU *©^EMC«»Wtt T > *-b y 

y 'rU&k L T (is •> + * £ > /«(flN 

(DA U G * — '>x — •> a > 3 K X initiation codon)SB&iS## < jiltR £ tl 5 C i 
,|i:AUG^vi->3>^ K>»iaKo^TtiJttt«a^T >f"t 
>xja*A<»&nTl»So mRNA©ftf*«Hftfe#**" /< *"^ -&Cti;l/-7 
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fe^iiifT#T*j«9, ft® ft v x mm nmm(n--^am$kiz 

«y / AE?iJA<2010£ElgKlift5£3ft£ if^tm^o ^©B*ttfflffRtt* it 

^i:tt-jtiTl»5 (Cook, S. T. , Ann. Rev. Pharm. 32. 329-376. 1 992 : Tidd. 
D. M. . Anticancer Res. 10. 1169-1182. 1990) 0 

A I D S ti t' tcPB^nTOSo cniC^LT, 7>f--t>^DNAIi*<*T't 
ft*<Z)&&.mmg l £mm<Dit&®t LT»bX.S:i*it^ L,*t>in vitro® 
h-tih-f in vivoT<D3&£fc|g£$ttS J; ?(;:/,£ 9, -€-©pJfi£tt©8i3s(£#rl^ 

9 7 8 ^©ffi^*<5tSg^T'*S (Zaoecnik P. C. and Stephenson M. L. . Proc. 
Natl. Acad. Sci. USA. 75. 280-284. 1978) » ^'J7-t >T**4DNAA<| 

(kit. d — 3*- 'j ft ief 5 ) ? ? isT--et££ *3MB*r B ^T'^)i?$n 

S/ca6{zDNA^<t^^«li^--5Ci7!><IS*^nTOS*<, fc^ T '*> 
*X*nfti- hlO? ? U*f- K ( JsJT* S — U 3£1&ttth) *<MT 

EX&<h Lt(D7>ft>xDNAC^#li 4 ®mRNAK*tLT£gffi?iJ# 



2 



PCT/JP96/0Z682 

WO 97/10840 

:4^a*tti'i5. DNAi/:liRNAIi> 7 ? UT--tr (HT, 

DNase *>«fct>'RNase 4«Et4) irck !> £*ft *IT I * Jlil 

?«Dlo*S-i:IIH/fcS-*MtCHi lclHLfc^f*7*X7** 

- h^i^i^oTi^o fifejwtt^ «»a©*tt*3 ' i 5 ' *w&m. 2' 

{4©<gffc(* fc>^*- £ tlTl^ S (Goodchild. J. Bioconjug Chem. 1. 165-187. 19 
90) o SjSr'tt'J l/Ktt^fc^f-.Ktt^KgifcPeptide Nucleic Acid 

(P N A) #£l3cSft"C*i*K 7>f t>7DNActt3 tDN A <f> R N A<:S4t 
? * l/7--tr'K*} LtittT'io fci«^$tlT^5*< (Hanvey. 
L. et al.. Science 258. 1481-1485 (1992)) „ £«jJStt©«5tt* Ltt 

J- < l*©*<SttT?**o Ctl*T©W*-Ctt, ±IB©£*J0S-*'J3'*< 

^(binding specificity) *<ttn C £ *>* § « MS £ L X *> if t> ft S o C©*9 
7>f-Hr >xDNA*E*.^l6«t-*»^»itt- #&ft K D - * U 
^/><fi tig Lfc *>©-?*>* <t#x. btltl^. 

^i:^ :> ^to^bDN A*©«K©ttt*KaiittttMS«anT*J*K ± 
E©*x*S?i^^fi* 'J * L/** K©IBISrt3eiett©WSfc#*1"*£% 

h - ft 8 0 k D a ©K* >/< * K*<!iJ£ Hr 7* -± LT* 
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tffc* tSteBUfifi U •> 7fii, Httrtlj|&«!$©£M,>:?*£H;f:4IJ©1ft tt&ffi 
tt, **<Tft#, #©»«£5l£igc: L> oiMfa£*©Httttftttj|^£2* e 

fit*©t*ttim© u ttini«tt«*3&<* < f^ffl u zvm-mvim 

HflHj -)7f-o/&Si:fcit5*7fD>f KfciBSftf|*j|8©SMtttg/hLoo*S c 
*oa4cioTiiftffliil||!ftT*«too, ^x-roi' K^^ftMilXictt 

sty ^^f-f^ffl^tt^i cta^aaat tto-ciT*?*? , l**>* m<tw 
mm, waifiTtti-cftisnsi^fu-f K£ffi£«u($©&ifrj8ft<* eg* 

C©«fc -5 tttt«©*T, ^ h h U + h*tt U, S 7 »J f> s F K 
5 0 6 *©#ffc-ttft 'J ^-^^Ko^JWttffl^fT^tlooifeSo 

-XA^^^nti^o -r<£*3^ r &£a&$«m©ft8i;:tt*-stii!rttifift 



4 
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£>©-tf--f h *7 ^ >©? JUSSJEB^ (Tumor Necrosis Factor :J^T, TNF 

a Lfc£(*l»»Rl6® l>*OHti**noo*5, TNF ©it 

HTCD7 S y»E?l|li, 80%«r«©fflStt^»#**l."C*J0. TNFWCi 
o Tffi*tl£«4Iffiit«lR"e* * ^ i Lto 5. t h TN FmiEf*tt, 

233 <1©7 i Sm&m* t>5* ^»S!-C(il55 fi*fcttl57 IS© 7 i 7 K^bflt 
■fcSftT^So &**ttl7kDa T'*>S*<. £<*I*IT ; H 45kDa© 3*W*«J*LT 
l^o ^ Z©T NF 4 i**-***'^**^ t H-tt#tt* 

TNFtix BCGOBftStifcftttK^ U (Lipopoly saccharide: J^Tx 

Si* ^ L P SH©S(*l5Sc^) Cfc*K 2^M«:f-?it5TNF 
©£££#< ifcs th??o7 T->^«Ifl& (0J*t*> U937& 

*) fcfflUfc in vitro HH*C*il*T T N F ©B^«rH»t* * C i *<Tf * *» 
TNP*«fllliitSlBBtt^*i:*3fc5. W*.!** 7^D7 7 -^^i4Sti 

-ie'Bi±T*ntf. *o«*tt*ct4ftff^^t5«t**nSo tnfii, c© 

ftfcjaftcfc, TNFttW*. ®#8B«ax SgJWaBSSs ±««H8Sx Ti 

3*ffiRlS©JWta<¥tf &ftT*i»K W*tf* TNF©-oT**TNF-o«n 
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IC 4>x c-fos ^©SSifife^ t M>^ - o-r*>-l/3(jaT% IL-l/Si 

(jar. PGinie-rs) £*©£***©aii]a<ag3ftTi»*o t 

ttfc>£> 19 7 1 ^(CVaneHlci ,T7Z f U >H©^XfD>f K^M^ffKIX 

**©W£ttPG£«»M£©HftT«a&&*iT*fco LfrLttrt<£, 

P G£££&t ? + ->Y (PAT. C OX <t Bg IE £ ) 

tc 12 2 ISO &©*<£> D . :n*T«WS*lT*A:aOXIi±4 Lt, ilfic 
fCi:#4LTO5C0X- 1 <!:■* tfft*»*T* 0, C ft <t li »| ic . H*©*i| 
*^P>*-f h a* >5«c«fc oTiB**ia<£<ifT4SSft, £ffi*ffl*iBSi;:*£ < 
Mit^COX- 2*<#4t5Ci^ll^;$n/c (Vane. J.. Nature, 367. 2 
15-216. 1994: Xie. W. . Robertson. D. . and Simoons. D. . Drug Devel. Res.. 
25. 249-265. 1992) . COCOX-2li, * ©itfc? t> C 0 X - 1 £ 
I L - 1 ©W*fc££ **>«fcKS£3ft***T*So W'iMN Lee H©$8£ 
KHfttf, v ? d 7 r - ^4>©C OX - 1 liL P S ©M»C J: oT *K 

Wft^KffiK^^^ftf-jeoafltTifcai'sft*^, cox - 2 (ijEftirtsg-ei* 

*©»£**> Bi//if5EWS*l?\ L P S ©MtttcJ: «9lgflo L Lfrfcx + lfy 
^ */>JCJ:*)*©56S*<3S^»c»«i$ftSo bhCOX-2©cDNA*< 
?n-><t$tt N CftCJ:-,T^ffittlBISlt=fctf * COX - 2 ©g|£© j&flijtfc A< 
*?iyi3ftoo** 0 

S&il&S&J^IlC^B* !W»©Wlfrj&<±IE© £ *> *) K & ig ic it g Loo* *) s 

5©&5$r*fcfc£i£a<lia8$ftoo*S 0 

£©8l&a<HJJ|}gfT-*5 £ 1^7 C£^b. -f ^X3KS*<^©^i®JC^tf £ 
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t h -f iUX, /«tro-vtf-f;l/Z, 1*3 £ * -f ^ * ( V S 

V) SfCJ:*!8*fficWLT»ll i &±«fT^5o Htt#«fitt 6 ifo#i©«iH 

^#^©-oT'*£ I CAM - 1 £*m<h Lfc7 >f--fe>*«fefeaft**:±tfT 

«W©Wi* 

*fcC©a6WfcU * 2 ©&BJJ£ LT, ^BSc^ 'J 7 $ ; SifclUfflSi#t> 
th I — Kt4mRNAO-»t>L < tt£**E*J C«K Wtt 7 > 
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>*-fe >^$%*Sftt5. com 2 ©&HJ}i;::fcuT(i> ±12© I L - 1 0*3 
- K"3" SmRNA ©—SB & L < tt£ggE?iJ K fafitt 7 > ^ -tr > 7. • * y 
? U*^ K*<. 6E?iJ$*f 2 Sfcl* 4 ©-SP U< li£i£SE?i| h * 'J 7 

3©%B^Lt, 'J 7 i y K*^ti-tr©i|3K*i: % t h T N F 

€r3- Kt«mRNAO-|tL < (*££SE?iJ £ ft fig ft T > f- -tr > 7. • * «J 

* I/** K<b©«^(**^^SCi^#^i-t5tn:iJ>ffiteT>^-lr>x|i^ 
£tg&t-& 0 C©^ 3 ©^B^icfcUTti, t h TN FA^\ t UNF-aTi^ 
C© t HTNF-a£=i- KtimRN A © — SB & L < tt £ ifi SE Willi HIT Wtt 

$ t>c* fc, m 4 ©fiB^i lt. y 7 ; / m * /c a * ommttt , -m 

©P G E* £/£»3s£ => - K-T 5m RN A©-SB*> L < It iz IB m ft U 

tt7 >1-*>xm®>Zm&t2>o Z<DM 4 ©SgBflClfcUTCU PGE 2 &&6*3t 
COX-2T*fc*K :oC0X-2^3-Kt5mRNAO-8|ifcL<rti 
£gE?ijKfBMtfJfc7 >f--fe >X • **) 1? 9 Utf K*<, E9iJ#^ l 2 ©—SB 

0 l tt. d©-56WKffli»5 c i^T'l^PL S©<fc^^ (a) fcitfPLSP 
(Dit^X, (b ) T*5o 
H2 tts E?iJ#^f2 ©DN A|g£ffil^ia&ffitt7 >^-fc > 7 IS fc «fc it t£ 

«e i l - i B<Dm£.nm%}%*7jki-y7 ^ig-c&So 

0jK«fc* I L - l /S©S^t«l$iJ^*«-^-r^7 70T'*5. 

04 ti, E?iJ#^|2 ©DN A©£ffll>fc!a!fcffite7 >^-fe > 7.3S4fcfc «fctfit*£ 
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MlcJ: * I L - 1 /3<Dg£ffl]#]8bll£^t/7 7 0-C<&5o 

B5 I*, E9I##6©DN A«*flH»fcfc£ffitt7 > * -b > zSttfe J: tflfc« 

ff|i:«t5TNF-o(Ol4«i»ISIli**t/7 7ST'*5o 
0 6 J*. K?'J#*f 8*fcti 1 0©DNA^^ffll>^tt^JE147>^4?>^^fe 
«fc CFJfctS^J ^ iSTN F - a ©M£«]$iJSfr&£*-** 5 -7 0T'**,, 

g 8 li, E?iJ#*§- 1 1 1 2©DNAfiS*ffl^fctn:^ffittT>^-lr>X^ 

IJlfc .fctfttlHfc «fc S P G E 2 (Ditt^t^770f*5. 

B9tt, E*l*^ 1 lifclil 20DNA«*ffll'fcR^fitt7>ft^l 
tt'OU 9 3 7 70t*S» 

B10H, E9UM1 1 2©DNAI*fflOfcSHtt7>ft^ 

0 1 1 tt. E?'J#^2©DNA«ft«-ffl^^ta^ffittT>^-b>X^^Ife«ta f Jt 

80>)ic«fc£i> Kh*y >g|^-> a * * *-f-';Hr#-f S ffe 5E ffli ftj £ eh &4«© 

0 1 3fcU E94*^2©DNAtt*ffl^fc!S!ftffittT>^-b>X*«lCi*x 

0 1 4 Us EW#^2*iJ:lfE?iJ»*6 0ft^©DNA**ffll^tt:^fittT 
>^-fe >xI«i:J;.ii> K h*-> 3 -v * *x;nc*t1- Waning 
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mmt y : j >mm(Dmm.^)iititm i it&o, ta 3000 -50000 

T«^*^«)«ti#U - 'J v?> : * y > (JilT^ P L S iHiet* : ftffrWO 
9 5 / 0 9 0 0 9 ^) *ffll»4:ii<TjS, £ fc, ^«^«J7: /" 
£ LTIi, ±I£P LSOPEG7o.y ? (.BT, P L S P 

s) t>©i Lt^j^tsci^Ti, c©p l s pti, mA.tiTmnm 

«10Jiti:J:oTMt4:tA<TM. fcfc, P L Sfci^P L S PC«j| 
1^ W^tfil (a) (b) ©ffc^5S£ LT^tt^nfll^tSCi^TiSo 

P L S P) «t -5 ^t«{*^- 'J 3'? ^ l/tff- K 
& (Rajendra. B. R. et al.. Human Genetics, 55, 3633, 1980 % Lira, F. and 
Sun, A.. M. , Science. 210. 908. 1980) fC«toTI9S/^"<5C £ i> "C £ S 0 

E?im<7>E?iJ## 1 ^£E?iJ#^ l 50t'J^7ntfF^, D N A&/£ia 

t - 7f;l/y^f ;b-> y ;H^ffli^.t^t>D7; h£ (Nuclei 
c Acid Res., vol.17. 7059-7071, 1989) L> t 'J ^? ? U^f K 

©USSite:*: Hi* (Nucleic Acid Res., vol.19, 5125-5130, 1991) tclfi«t$tl^7j 
& K ft o T n o 0 

E?iJS^ 1 BE*D© 2 0««^^tt«^'y-rf7 KT&fJ, ttttlHISo" 

■J *J vf-O^llStt^lStO 1 OT** I L - 1 /3ift<Kf-©-f-i/x-<> 3 >3 K 
>££tr2 0^Sc^«;t5t>xDNAiaT*^ E?iJS^2(i. Ctttcffltg 

1 0 



WO 97/10840 PCT/JP96/02682 

Sf)«7>ft^DNA«lT'*5. ttz, E?'J#*f 3 it. fsj U I L - 1 $ Mfc=? 
tf># 88 If? 2 0 ^SC*fI&1-<5-tr > x D N AfilT'* «9 . E?"J#^4 
CftlCteS&tfJttT >XDN A 1ST'* 5 (^^¥6- 4 118 5 ^£18) 0 

WLnm^ 5 11, BIT < UttHK 'J 1 ot'*5T 

NF-aitfe^©-f-">x-i/ a >3 K>*6fc2 0 £ g ic *f & t 5 -fe > X D N 
AUT**)* &?ij#*f 6 li, ClftfcffllfWtt7>f--tr>*DNAgk'E?lJM7 
tt. TNF-fl«fe?0^^7'f->>yt'f h££t:2 Oi£g (TNF-a£fe 
^K?|J©1624- 1643#@) t:i})5t5t >xDNAiT*^ E?'J#^8Ji. C 
fti:i1l»947>f*>xDNA«, E7HM9CU T N F - a itfc^ © X 75 
->>/-y--f h££t?2 0£g (TNF - a it<E : Fi£?'I©2161-2180Sfi) K*J 
l6t*-fe>^DNA«1?**). E*JM 1 Ott, :ni:fll«!l«7>ft>xD 

SCOX - 2©-f-->x--> 3 >n K>££tr2 0*SS©ffi*K*f 
DNAfin?*tK &?'J#^f 1 2 tt, cncffl)IW^7>f -t>xDNAit*l 

$ ^K*fc,'EW#^ nii, 7->xoil-i /site^©^ -•>■!■- •> a > 

a K>*£fc 2 o'ttSKWE"*" EM*t 1 4 tt-, Cft 1=18 If 

^7>ft>XDNAffiT*5o *fc* EW**1 5(4. vOX©TNF-a 

5o 



ISflfeW 1 

< P E G mm L tz P L S © £fi£fc <fc tf*f$S! > 

fcitfO f H? U >-N - 1 . 0 g (v/vftSD *N. N 

-•^f;^;^7; K (DM F : fcfclf ©30ml IC/gfrU * 

DDt^A (ft5tttl5IXlltt$!i) 15ml &mz.tz 0 fr^JS^ H*i/Jt*$7 i 
J g©# ij 1/ y** i/ K (^SSOOO : B*?4Sitt$Si) 4.0g**on* 
1 5m 1 fc**»LT. *©&&£•£ - ij jltfO V * i/ *) y>-N-**sK 
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ym&-fcm*>x.v<°s : j>i* y >-n - * ji,* >&m*.toi%m.izmz.tz 0 2 6b# 

%\'&IZ S K&W.&%L* 3 3 0 ml O^xfybx-f ;Mc;?®T I Tttfg L # U -7 
-£6i§T@»KLT j;xf*x-f* (fDftttgtjti!) t^L/:«i:I$T^ 
tt U (fa^^HxHttSS!) T-(K«a^ffi^ u - ^ > : -t 

•J>CPEGyDy?3#lj7-(PLSP)«j|fc, 

< 1 L- 1 0 7 >f--fe>*3t«j©ffcJfc> 

#'J-U*^:t'J>fi)3*'j7- ( P L S : ■> vfc£J) £ <*% Jfeffl l T 
IfcP LSPis T>f--b>^.*«j^7^u^f-K (R?iJ$*|2fc 

(B*J "J#7 - ijjf , KttSi! : ^ /I/ h 7 7 ij -C3-CC UPC3 TGC 00 7 -r )l 9 
- ft 4 it i» f - a - 7* ) ic , 7>ft>^- tijrf?^i/3ff-KiPLSifcliP 

1 nM> 10 nM*i«fctf 1 0 0 nMi'iSi: tc^Jn L/c 0 £?ij#^4 © 

*'M?ntf Kli, 10 x/M«g© t>© tiaSS! Ltz 0 Ja±©&ft<c«fc *k & 
«L*:*'J:r?? U*^ Ffc-Fe^aii PLSi7>ft>x 
^**K£&# (JilT, T >^-tr >X- P L S iB&IE-f*) fccttfP L S P £ 7 
*<J:*??l/*?- K££ft (j^T. 7>f--te>z-PLS P £ i& i£ 

#©3 6 0 nm\Z&Q ZW±&M%lZ±i0£1t*tm\Z'n^fr o %m\Z^LX. ft 
LT-f *>&«0. 0 2©'J >&83r«t (pH=7.2)T'^Lfc 0 * 
Wi7 >f"b>x«*iJrf7^u^-f-K4PLSfcL<(4PLS 

* 'J ? U*^ K©jg£li 2 6 0 n mOSS^S^ £3fctf>fc 0 *©&£, Jfcj£ 
/Co -f * >tt^^(*Bfi£J3fc«t ©HfnFtfJ^fDC&gti, PLStfc 
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$ 7>f-t>X-PLSUitf7>ft>7-PLS P ©&*£&<*#« 

fj!?T'<fc5:^ + t t*7 u -mm^fij + + f7 'J 

ftg| : CAPI-3000 . MCPD-3600 SPECTRO MULT I CHANNEL DETECTOR Stt. *8 

>© h° - * £ 111 U T * o o 

H&M 3 

<«* HUSK ft 7 >f-* >**»©«!*> 

Wl2TML/:7>ft>X-PLSfciO'7>ft>Z-P L S P££ 

«BKI4hh7^o77-^©U 9 3 7|fi (*H*«aitt«) *ffl^fco 
1 0 %©F C S (Fetal Calf Serum : = fctt*tt*!> t 1 0 0 unit 
/m 1 C^-> ij>(70-H/D 5>-1±S!) fcitf 1 0 0 u g/m 1 © * 
hl/ y h7 ^>> (H7-f?;o y-tt83) ^ttRPMI««! (B»^ 
E¥W5£3r«) 37t, 5 %CO* O^TT'ffofc, £SLfcU9 

HJEKBLTtt, 3 x 1 0 5 <I/m 1 CSWULfcU 9 3 7 m IS &S ft 0 . 1 5 
m 1 ©i&ftfe£9 6/t©-7"r ? n7U- HcMLfco cn«i©lffll!ai-*t LT 1 n 
g/m 1 © 1 2 - o - tetradecanoyl -phorbol - 1 3 -acetate ( T P A :. In 
*tt*'X*tt«l) * g/m 1 ©LPS ('>yvtt«l) *SttlLfctft v * 

IW2Tft*Lfc7yf*>^-PLS*fctt7»t^-PLSP*'*»L 

fc 8 ifcfcx JdBiU, t^DNAi (E9JMH3«fctf 3) iPLStfcti 
PLSPiOttftft t>x-PLSfcJ:tft>^-PLSP) . 

•b > * D N A J: tf* > * D N A®*!* t> * n^'n^fln L tz a 

tt£3@l*»)SU ±?g©2 5fl/il *#^*C«»fco cn^>liX7^1f(ELISA 
) *y h (IL-l/S ELISA System : 7v> + Att«) fcl .fc *> ■»! L * * 
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-•>i->> 3 >n K>{C^t57 >^4r >7DN A <E?iJ£^2 > tPLSitz 
«P L S P g|2{C^L^<hfc»5, t;t;KnM) t-ytlL 

- 1 /8©g££ 1 0 0 %ffll$iJL£o -T/S^^, 7>f -bVXDN ASHi!i< 1 0 0 
nMT'tt 1 0 0 % CD I L - 1 /S^^A<filSiJ, l 0 nMffT'li 5 0 % CD I L — 1 
$m^mU, 1 n Mz8^^« 2 0 %<D I L - 1 0m£.1)<fl\mZtltz o 

--ft, $EMsJlffii&lzZltZT >^-fc >XD N A (E?iJ#^-4) CDJI^tcii. * 
+ y •f-Mfttt^^ilbft, PLSPd:CO^^i*CD^nM^-^-TI L - 

X - P L S P©i££K{i % 7>f-Hr >XDNAiS^ 1 0 «Mt'9 0 %Jil±. 1 

0 0 nMT'Ji 8 0 %1^±<D I L - 1 £ m&fiWM £ *K 1 0 n Mi8St'li3 0 

1 nMfigT'Ji 2 0 %||(D I L - 1 0 m&frttlfflZnfro ZtHZt^LX, T>* 
t>X-PLSO»6Ctt, 1 0 // M««T 5 0 %m. 1 0 0 nMWTO«l$T' 
tttt 1 0 %ffco I L - 1 /Jg£flJSiija<ti&3ttSKil:£ ofc 0 

ibfcfll 1 

^SE0J 3 £ |5) — J: ^ *Z*D^^-x-hMC07>^-b>x«7^L/ 

K (HT; S -7 >x£«ie^-S) CD I L - 1 /9 
Lfco ^mtiE|2 *>«t^g|3C^L/c£*>*3T'*So C CD S - 7 > f- -tr > x (i|H) 
l;fF<ffi&Tgc5£-CiSt*£0375tt£*#a C <!:rt<T'£ £ £ l^tlT^**<, I L - 1 
0&fc=F CD-f ^ i/x- •> 3 > d K >K*t-TS S - 7 >^-fcr >x (E?iJ#^ 2 ) 
0 2i:/TLfcttJi), 1 0 /uMgjgT'ft 2 0 % CD I L - 1 0 jg^-f 
<D*-C% itz 0 ttz, #-®m&i$Hzftt SS -7>f--fe>x (E?i|#^4) ©H 
m 3 ic^ Lfci -5 13, 10^ MlSt^ 4 0 %m&0 I L - 1 

ifc»0tj2 
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> (^T-nttSS) £©££(* («T, y.>f--fe>x- 'J * > 
© I L - 1 ^g^«]»J^m^iI'JSLfco |g*ttH4K*Lfci*J0T**o CO 
'J #7 x D*U * U** Kffl*+ 'J LTS<»fli* 

j£ (5 0 //M) ■efcSKfcfrfrfcfcfs I L- 1 0e£«HW3&«tt2 0%1ST 
£>o/c 0 tfc. negative control i L Tffl Ufc -t? > X D N A ( 1 ) t 

■j #7* >£©«£<* (eat* ■* >x- >j ^7 x 9 f- > tusie-rs > tJtte 



< T N F - a tci*-r<5T >f--b > X 21 © Bfc > 

6. 8 J: 1 0 <D7 y * * * ' * x ) 3 ? 9 is * * Y *m^tz C t 

■fe>7-PLSP*Jitf7>ft>x-PLS) «-f^fi£L^o 

< *S S tffl §& { w *t "T * Inu £ & tt T > f- * > 7s m ® © *fc * > 

*S«W 4 -CftfcLfcy P LSfc<fctf7>*--fc>X-P LS P££ 

(*©TNF - aa£»tt»***ttW3 i H*©^ft*ffl 1^*1* L fc. 

fcrtfU JtiiLtli> -tr>xDNAia (EW«5) <tPLS**liPLS 
P£©££{* tV7-PLSfc«ttft>7-PLSP) > T 

DNA«*ft*iJ:tft>^DNA«#Jll*tnf*l»^fc. »**£©* 
7>ff+7 Hi> TNF-a ELISA System (7 + n £fflWc 0 

DNA (EW*§6) t P L S P iOlg&ttfcU El 5 K * L <h ^ y>f--tr 
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>XDNA©«Jg*< 1 0 0 p M© (2 TN F - a 8 0%fll3HJU 1 

0 pMOiSJgT'li 6 0 %«JSIJ t tzf)< y ZtlMTommT'&TNF - a 

*.*»J=r??t/** K 'JTWIUTIi, PLS 

J^HPL SP©^^l>TNF-ai4«iHS(iI^^L/:„ 

TN F - a itfc^Oxy^ * •> M:iJt57>ft>^DNA 
<E*JM8, 1 0) 4 P L S P i Ott^fti: i 5 T N F - fl i4»mai a , 
HBK^Lfcifc'K ^yx-i/ g >3K>i:«tS7>ft>zDNA (E 
*JM6) £ P L S P iOSAfti (ilflHjUT* -o/Co ZtoTsfH 

Jt£0>J 3 

5 <b|5| — <D^mX'^ 7>ft>XDNA (K?!)&^6) i ^7!?f 

> (f^attii) £©&£<*©tnf - a Lfc. i&zkimi 

>X«£(5 0/*M) ■C&SK k^fr £-f N T N F - a g£flU (i 2 0 % 

7>^Hr >x(2, 10 flM8Sf(,TNF - a 14 2 0 KSKTffco 

< C 0 X- 2 i:*}t5 7 >f"t >xH^i©f^fi5c> 

E?iJ§^ l io7>ft>7'tM?^t/tf K*lii»fc:i*||j!i, HJ6 
0»J 2 ilSltiSo^fcT'C OX - 2 I:*tt57>ft>x-P L SPt-MLfc 0 
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*) zf ? ? Is** VMS.* Zomffim&MMlfco 
£»fl||6Tfls£Lfc7>f-*>*--PLSP<&COX- 2 iS£MJ2&8l£ t h 

jUgClLTtt, 2. 8 x l 0 4 fl/m I IcMMLfc t h rt!I8B8&£ £ V 0 . 
3 m I ©£iffi£ 96^©70d^1/-F (7r^3 t:ttL, 2 4 B# 

WMLfc. ±»*#^CWf)l»** 3 0 0 // I ©RPM I 

-PLSP©fgft0. l5ml£S5JnU 3 O^t: 1 n g/ni 1 C I L - 1 /i 
( x — > if A N Lot. B41399 ) £ C IE t T L tz „ 7>ft>XDNA 
iUitfT^f-fe^^-PLSPIil nMfr & 10 (ftt^ttft) ©tfc80£- 
2$ffi L/To 2 B#P B ^©-f > + •> 3 >©&. ±?£© 3 0 0 <i 1 ){JRC 

'rtJCTftRLfca, PGE 2 X7>ff+7 h (B*'«-*^t-^ "7 U - * i H\ 
No. 8-6801) -eMLfco 

tfzs iimtir. ifc&0J KDS-7>ft>xfcj:c;v;->h7>x77- 

(ftl5fe*feaittS!i : Code 074-03621) i7>ft > X D N Atf £ ©££# (J^T, 
7>f-b>x-s;->h7>^7 T-i«Et5).'i:o^TtH*KllSLfc. 
y->l>5>X7r-li, 'J # V-A3R©*+ 'J *-T'&0 > tt* «fc 0 * 'J =* ? 

jqiWttt^-afco 7>f--tr>x-y-> h7>X7 7-©l^v PG 

(tMt-^TPGEi ©g^*»*«C«IttLfco -Tttfr^ 9 2 % ( 1 L - 1 
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emuam) ©pge* m*kfi<wmztitz 0 
nrnms 

Sffiffl 6 i |H]tl(C LTftJfc L/C 7 >X - P L S P Oig^M'sCDflK *) & 

*-T, 7>ft>XDNAt«:0Tffl^T«ILfc. DNA (1. 8 3 
ODjeo a--/ K 5pmol)27. 3/£ U t-h^k-r L/c^StK 1 5 
. 7 # 1 h 10 x *^--tf«lr« (2 50mMh'J XttBtltlrtt : p H 7 . 6 ) , 
1 0 0 mM DTT, T 4 # 'J 7 ^ U 7 --tffcft (l 00i--; ^//l) , 7 
-"P-ATP 1 u 1 3 7TCI3T 1 I* IB1 E IE * „ ttfc. 32 PJC 

J:«fllHllw(i, T 4 # 'J ? 9 K**---tf*y h (SSitSSl Code No. 2030 ) 

J&SfHBfCligffiff) 2 i |5l«|<D t h v ? o 7 r - 5?&U 9 3 7 fcBf&ts HJfcFiJ 

7 i r«cd t bmmmmtmm Lfc 0 hjsw 7 uio s i/ 

m l CDU 9 3 7 flBfl$£#7 a -7* (7 7 /b3>ttfll2 0 5 8 s 6 m l - l 2 
x 7 5 ) {:t«tLfco t h*t0tMI&4>Ji£-i;:i** @W©SS(-liSIL^7>f- 
■fe>X-PLSP*gf£©5 0//l ^tH^tet L, U 9 3 7 «H8&©J§& K ti l n 
g / m l © l 2 - o - tetradecanoyl - phorbol -13- acetate ( T P A : ft] 

ytmmxmnm 7>ft^-PLSp (&&mm ug/m 

1 *^ 1 On/ml) **tnLT.***«E#fc 0 3rSS©B*fl|lJ8*Lfc8U 

* 3.-?% 2 5 TCICT 1 0 ^Pal, 1 5 0 0 r p mT^D L T8lllS&iijg3 

7T'{£fflL/c©£|5j*8©P B Sjgj£3m 1 £flD*.T 2 Isl CD ft £ £ ft o 1 % 

©S D S ( Kf^yl/KK*- h 'J 7 A) 5 0 0 u 1 £lJ[];lTfiBll&£fgJ8 L * 0 &f* 
Wi:, i£fi?i&©£T{c>PtLT 1 0 m 1 -7 d - 7 M£Jjii;LT > 
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tfz. tmt LT, £16fl7£B*CS-T>**>.***tf7:/**>z- 
v?- > h-7>7.7 7 -lco^Tt>|o|^l-Sfl5£L^o 
®«(i09fcJ;t;S 1 0 tzjfiLtztis<0-C&iO . S - 7 > xfc<fctf7 > 
- s-> h 5 >X 7 r U 9 3 7 «te (B9) Tfcth» 

mm®, (si o) Tt7 dnai4£< *iartKttffi9&*ftttfr^fc< 

Tl 0 0 teJ2t±* t/:7>f*>X-y->h7>X77-i: JttB L fc *§ £ K « 
5 0 f£W±©D N A/><*ffl8SF*3KaX*) ft^o 



9 

E?iJ#*f 1 3^ 1 4 fc«fctf 1 5 <D* 'J =f ? * U** K*ffl^fcC4***» * 

«S0J 2 t EH*©#ftT^7 X 1 L - 1 j8 K*t* S7 >f--fe >x - P L S P. fc<fc 
C^7-)UNF - a Ctt* ST P L S P£tt£U *®x> K h* 

41A**i:J:oTl«oillK:BI!LfcT>f*>^-PLSP*»2 0 0 

^li, 8-1 0 ill*© BALB/c St"? 7 * (B*SLCtt:IU20g)^I 

-> > (LPS. Lot No. 68692 W. E. coli055:B5. Di f c ottSi) 2 

teHttS 1 1-01 4 i:*Lfcifc0f*5 o 5fcl*\ SI 1 K*Lfc£*i*K 
I L - 1 /8C«-r*T>f-*>x-PLSP*ffl«.^ii^lctts S5LfcT>* 
* >xifeoISi:«^Lt7f x©£#$Uii:# Lfco ft»=* 1 0 Omg/k 
gM©T >x- P L SPmLfcSd.cii, 4 OfcKllcfcfcOJEtW 

£tz^ mi 2K*Lfc£*»K 1 Omg/k g MOT - PLSP 
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#VTtk5-ltz®& (^Itl Orag/kg) owmzitft Ltzt z Z<D%W 
«**U:i*»b, -®^W©7 >^-t >x|g^{is^iigs(cj; o^mti^^ 

£ bd. 0 1 4 JC;* Lfc £ I L - 1 £ II iff 57 > f- -fe >7.|g$j<b T N 

F - a lzij-tZ7>=f-*>xmto(D&)%$ : i£®ltzt :6,-3 Omg/kgiSS 
■e»4Lfc*£lC(;U TN F - a *7>*4r >xaS«J©«-5*<a*E»iajfo 

^*<i^<, 4 0^H»<Ov7 7t^tt6 0XT*-ifc o 

Et±©*7*^ c©£e©7 >f--t >xmm\t 

in vivo *fA*i»cfeHT fc«tt*:igafr£7n-rc £a<*BS*tfc 0 
»*«*T+»/i:^aStt^K«itt»iil*K»-r4ifi:*ffitt7 >f--b >x*ttjft< 

»K«<tffi, tests t'w&m&mm. 3 * ? N ^ D ->^ % x -fx» 

5. 
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E5'm 

E?'i§^ : 1 
E5'J©fi£ : 2 0 

E^iJoaHi : flfe©&& &fi£D N A 
E?«J©ft& 

h h I L - 1 /S&fc^O-f •> 3 > 3 K 

E?'J 

GCAGCCATGG CAGAAGTACC 20 



E?'JS*t : 2 
E?iJ©g£ : 2 0 
E?'J©M : 

E?>J©iISi : flfc©&& pfi£D N A 
E7«J 

GGTACTTCTG CCATGGCTGC 

E*J#*t : 3 
E?>J©^$ : 2 0 
E?'J©S : 

mmmmm ■. £&dna 

E?'l 

AGAGAGCTGT ACCCAGAGAG 



E^iJS^ : 4 
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E?iJ©^3 : 2 0 

e?ij©£! : mm 

mvKomm momm ^«dna 

E?iJ©#& 

E?iJS-t 3 © T > * -b > zfil 
E?iJ 

CTCTCTGGGT ACAGCTCTCT 

E?iJ#^ : 5 
E?"J©g$ : 2 0 

e?ij©s : mm 

&w<omm:mo®m £s£dna 

E?"J©#8fc 

t UNF-olfifO-fii/x-j/ava K > £ £ tf 
E?iJ 

CCCTGGAAAG GACACCATGA 

E?iJ#^ : 6 
E?iJ©g3 : 2 0 

e?ij©i! : mm 

E*J©M : ftfeOMK &fi£DNA 
E?iJ©#& 

E?»J#^ 5 ©T >X© 
E9J 

TCATGGTGTC CTTTCCAGGG 

E*JM : 7 
E?iJ©g£ : 2 0 

e^ijos! : mm 
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EMOttfS 

e*i©i*« 

k UNF - a fcfc^J 1 ©*^ -f •> > h (1624- 1643§i) 
EM 

CCACGCAGTC ACTAAGTCTC 20 

EMM : 8 
EM© ft 3 : 2 0 
EM©M : 

EM©*JS : flllO^K p^DN A 
EM©tt* 

EMM 7©T>f--b>XtB 
EM 

GACACTTACT GACTGCCTGG 20 

EMM : 9 
EM©ft£ : 2 0 
E?ij©S : 

EM©1** 

t UNF -•aififOX^? <i/>rt^ h (2161-2180SB) «r^t? 
EM 

CTCCCTCCAG CAAACCCTCA 20 

EJiJtf : 1 0 
E5iJOfi$ : 2 0 
E5IJOI : %m 

EM©MS§ : ftfe©fcK £fi£DNA 
EM©ft$ 
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E?"JM 9 ©T >^-b > aflg 
E3&J 

TCACGGTTTG CTGGAGGGAC 20 

E^JS*? : 1 1 
E*J©g$ : 2 0 
E?iJ©M : 

mmom® «&©&& £/&d n a 

t h C 0 X - 2 &&=?<D4 - ->x- •> 3 > u K tt; 
E?»J 

TGCCCGCCGC TGCGATGGCTC 20 



E?'J#^ : 1 2 
E3lO£$ : 2 0 
E?iJ©M : ftR- 

E?iJ©«*i : fti!©&& ^UDNA 
E?iJ©#& 

E?iJ#^ll©7 > xfl 

E9J 

GAGCATCGCA GCGGCGGGCA 20 

E*J#^ : 1 3 
E?iJ©§3 : 2 0 
E?iJ©£! : 

E?U©iIJS : *&©&& ^fiSDNA 
E?>J 
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GCAGCTATGG CAACTGTTCC ^ 

: 1 4 
:20 

GGAACAGTTG CCATAGCTGC 20 

E?iJ#*t : 1 5 
E?iJ©^£ : 2 0 
E?|J©£! : 

E?iJ©ft& 
EW 

ATCATGCTTT CTGTGCTCAT 20 
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UfJfc©i5S 

Stt^K^-n- K-T 5mR N A©-SB*> L < ti££gE?iJ(c*afia*jtt 7 >*-t? > 

3 U7; y KO»#(**<, 'J7; y|©^ ij xf U > ^ ij 3 

-;U7n ? mm&T* & Z>mi&1&2 (Ofo&fc&7 > f- -b >X|£#J C 

5 'J 7 ~ y Sfc£fc{i*-©t£^#£ x tH>^- D ^>-i^ 
3- h'tJmRN A © — 215 k L < W:£iggE?iJ KfBffiWtt 7 > f- -tr > X • * U n* 

6 bK>^-D-f + >-i/j^D- Kt«mRNAO-t<» L < 
gE*JtC*gtitfj£7 >^-tr >x • * ij zij >? v** K*<, E^iJS^f- 2 £ fcli 4 © 
-S|5t> L < li££gE?iJ£Wr 'J ^7 7 l/*f- KT-*-5lt^iJ 5 ©ft&ffitt 

7 ^«^'J7;;Rifc(U©^i(ti, h HiiJEBf^n-Kt5 
m R N A © — 95 L < <i££gE7"J K ft titttt 7 > f- -fe > * - tM^ 
K£©*g£f*^£*£* C £*#&<!:ir£It;fclg l ©ffi£ffitt7 >f--b >x*ft 0 

8 h HUK«5EH^*<. t M1«^5ES^- aT'*4i«^^| 7 ©etUJStt 
7>*-t?>*3£$| 0 

9 t hH«^5EH?- a £3- K t~ 5 m R N A © — SB & L < (i££SIE?iJ 
KftffifiteT >7-t'J^7ntf K*<. E^JS^ 6 . E?iJ#^- 8lfc 

«*e?ij« i 0 ©u-rn*>©-sufc l < liiiiffi^^ftst'i ? u** 
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T..*'):*??!/*^ K tt*£<!:*4*ft 1 ©ffijfcJE 

12 •> 7 o i/^fi--^ - 2^3 - Kt5mRNA©-8fc L < 
< te££gE?'J£Wt-&* 'J rf? ^ l/tf KT&SW#3i 1 1 ©tft&ffittT >^ 
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(b) 




PEG 



v> : -b'J >^5K'J"7-©?KUxf-U>y , J3-Miftf» (PL SP) 
(P EGO)^* 1*5000) 
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■T--fe >X(1nM)-PLSP 
T >r"t >*(10nM>-PLSP 
7 >^-fe>X(100nM)-PLSP 
•fe >X(10mM)-PLSP 
7 V^ir >^(lnM)-PLS 
7 >-^-fe>7.(10nM)-PLS 
7 >^t >*(100nM)-PLS 
-fe>^(10*iM)-PLS 

-t>>UlO»M) | 

S-T >ft>^(10/xM) 
U937 Mli 




100 



I L-1 
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7>x t >2(1nM)-PLSP 
T >2.(10nM)-PlSP 
>^-b >^(100nM)-PLSP 
>^-t>^(10MM)-PLSP 
t >^(10/iH)-PLSP 
7 >x* >*(1nM)-PLS 
7>=r-t >*(10nM)-PLS 
TlsT-t >7,(100nM)-PLS 
T>T-t >^(10mM)-PLS 
-b>*(10tfM)-PlS 
S-7>ft >*(10jzM) 
S-t >2(10*iM) 
7>^t>7.(10/iH) 




U937Htf4 I I .... I . . | I 1 ; 1 1 

0 10 20 30 40 50 60 70 80 90 100 

\i-\Qm*wm& (x) 
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7 >3"t> *() PM)- PLSP 
7 >^"t >*(10dM)-PLSP 
7 V^-fcV^OOOpMJ-PLSP 
7 >^-fe>^(10uM)-PLSP 
-fc>*(10uM)-PLSP 
7>-?-fe >*OpM)-PLS 
7 >*"fc >^(10pM)-PLS 
7>5 L -fc >^(100pM)-PLS 
7 >^-b >*(10uM)-PLS 
-t >*O0uM)-PLS 
7 >5="t >*(10mM) 
t>^(10MM) 
U937 m& 




10 



20 



30 



40 



50 



60 



70 



80 



90 



100 



5/14 



WO 97/10840 



PCT/JP96/02682 



7 >xil >*(1pM)-PLSP 
7 >y-fc>>UlOpM)-PLSP 
7 >^-t >^(100pM)-PLSP 
7 >^-fe>;*O0*M)-PLSP 
-t>^(10uM)-PLSP 
7>^-fc >*OdM>-PLS 
7 >3"t >*O0pM)-PLS 
7 >*-t>7,(100DM)-PLS 
7 >f"t >*(10uM)-PLS 
-fc >*(10uM)-PLS 
7 >f-t>^(10uM) 
t>^(10MM) 
U937 *i!fe 




10 20 30 40 50 60 70 80 90 1 00 



TN F-aS£(DBSS (%) 



6/14 



WO 97/10840 



PCT/JP96/02682 




7/1 4 



WO 97/10840 



PCT/JP96/02682 



i r 



o 




E 

\ 

O) 

c 

■M 

m 



LU 



8/14 



WO 97/10840 



PCT/JP96/02682 




0.5 1 3 



U937|HB&<DJMl5ra ( hr.) 



9/1 4 



WO 97/10840 



PCT/JP96/02682 




;tB»Blte©«il^M(hr.) 



10/14 



WO 97/10840 



PCT/JP96/02682 




11/14 



WO 97/10840 



PCT/JP96/02682 




1 2/1 4 




1 3/1 4 




14/14 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP96/02682 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. Cl6 A61K38/14, A61K48/00 f A61K31/70 
According to International Pa tent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 6 A61K38/14, A61K48/00, A61K31/70 

Documentation searched other than minimum documentation to the extent that such documents arc included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAS ONLINE (ANTI SENSE , INTERLEUKIN, TUMOR NECROSIS FACTOR 
C YCLOOXY GEN ASE ETC.), WPI/L ON DIALOG 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to daim No. 


Y 
A 


"Interaction between charged peptides and 
nucleic acids : development of a histone- or 
peptide-mediated potential drug delivery 
system", Nucleic Acids Symposium Series, No. 31 
(1994) P. 227-228 


3, 


2, 4-8 

9, 12 


Y 
A 


JP, 6-41185, A (K.K. LTT) , 

February 15, 1994 (15. 02. 94) (Family: none) 


1» 


2, 4-6 

3 


A 


WO, 94/4196, A (Imperial Cancer Res. Technology), 
March 3, 1994 (03. 03. 94) (Family: none) 




9 


A 


"Cloning and expression in Escherichia coli of 
the gene for human tumor necrosis factor", 
Nature, Vol. 313, No. 6005 (1985) P. 803-806 




9 


Y 


DE, 4341471, A (Schering AG.), 

June 8, 1995 (08. 06. 95) (Family: none) 


1 

7 


, 2, 4, 
, 8 


Y 


WO, 95/15959, A (Schering Corp.), 
June 15, 1995 (15. 06. 95) 


1 
7 


, 2, 4, 
, 8 



[xl Further documents are listed in the continuation of Box C. Q See patent family annex. 



* Special categories of cited doc umen ts: 

M A" document defining the general state of (be an which b sot considered 

to be of particular relevance 
M E M earlier document but published oa or after the iotereatkmal filing date 
"L" document which may throw doubts oo priority claim(s) or which is 

cited to establish the puMicstion date of another citation or other 

special lesson (as specified) 
*KT document referring to an oral disclosure, use, exhibition ot other 

M P" document published prior to the international flliogdate bol later than 

the priority date claimed 



T* later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

-X" document of particular relevance; the claimed Inveattoo cmnnol be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

~Y~ document of particular relevance; the daimed toveatioa cannot be 
considered to involve an inventive step when the do cu m ent is 
combined with one or more other such documental sveh oombinatioa 
being obvious to a person skilled ia the art 

**&" document member of the same patent family 



Date of the actual compl tion f the international search 
December 19, 1996 (19. 12. 96) 


Date of mailing f the international search report 

January 14, 1997 (14. 01. 97) 


Name and mailing address of the ISA/ 

Japanese Patent Office 
Facsimile No. 


Authorized officer 
Telepboo N . 



Form PCMSA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP96/02682 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim N 



Y 
A 



Y 
A 



& EP, 733049, A 

DE, 4342846, A (Sobering AG.), 
June 14, 1995 (14. 06. 95) (Family: none) 

WO, 94/13635, A (Merck Frosst Canada, Inc., 
Can . ) , 

June 23, 1994 (23. 06. 94) 
& EP, 673366, A & JP, 8-504408, A 

"Supression of monocyte 85-KDa phospholipase A2 
by antisense and effects on endotoxin-induced 
prostaglandin biosynthesis" J. Biol. Chem., 
Vol. 269, No. 42 (1994) P. 25999-26005 

US, 5436265, A (Merck Frosst Canada, Inc., 
Can . ) , 

January 25, 1995 (25. 01. 95) 
& GB, 2283745, A 



1, 2, 4, 
7, 8 

I, 2, 4, 10 
11 



11 



1, 2, 4, 10 
11 



Form PCT/lSA/210(oantinuanoo of second sheet) (July 1992) 



mmtm «• PCT/JP96/02682 



Int. C 1 * A61K38/14, A61K48/00, A61K31/70 



Int. CI* A61K38/14, A61K48/00, A61K31/70 



CAS ONLINE (ANT I SENS E, INTERLEUKIN, TUMOR NECROSIS FACTOR 
CYCLOOXYGENASE* , WPI/L ON DIALOG 



Y 
A 



Y 
A 



Ilnte Taction between charged peptides 
and nucleic acids development of a 
hi s t one- or peptide — m ediated potential 
drug delivery systemj, Nucleic Acids 
Symposium Series, No. 3 1 (1 994) P. 22 7 — 228 

JP, 6-41185, A (^SC^tt^A-T^-f^-) 15. 2M. 19 94 
(1 5. 02. 94) . 7t5!)-4L 

WO, 9 4/4 196, A (Imperial Cancer Res. 
Technology) 3. 3£. 19 9 4, 7rS!)-4L 



1, 2, 4-8 

3, 9,12 



1, 2, 4-6 
3 



9 



TLj *5tett£«»CjM***fi^$;XiUWte©:*«©«fT 
roj Q«CJ:ftll*. ttffl> RWcWX-fSiStlR 

rpj sirus autre, a»o«jte*t<0£«©s«a:&5WJi 



rxj 4»fcHiio*>$*K-e*>o-c, £t**§w>*-e*w 



19. 12. 9 6 



14-01.97 



S*B*fW5' (I SA/J P) 

S«»*l 0 0 
K*«=HtBKiMtK=T§4 3# 



fctftf*** (ttlB<Dft>*JKJt) 

ffltt IB* bj 



4C 



90 5 1 



03-3581-1101 CM* 3452 



««PCT/I SA/2 1 0 (*2'<-^) (1 992*7J§) 



mmtm** PCT/JP96/026 8 2 



TUSKS" 



Y 
A 



Y 
A 



war* 



TCI ning and expr ssion in Escherichia 
coli of the gene for human tumor 
necros is factorj , Nature, Vol. 3 13, 
No. 6005 (1 985) P. 803-806 



DE # 4341 471, A (Scher ing AG. ) 8. 6fl. 1995 (0 8 
. 0 6. 9 5) , 7r5 !>— *L 

WO, 95/15959, A (Scher ing Corp.) 15. 6£. 199 
5 (1 5. 0 6. 9 5) & EP, 7 3 3 04 9, A 

DE, 4342846, A (Schering AG. ) 14. 68. 1995 (1 
4. 0 6. 9 5), 7r % 



WO, 94/13635. A (Merck Frosst Canada, 
Inc. , Can. ) 23. 6£. 1994 (23. 06. 94) & 
EP, 6 7 3 3 6 6, A & J P, 8-504408, A 

TSupression of monocyte 8 5— KD a 
phospholipase A2 by antisense and 
effects on endotoxin— induced 
prostaglandin biosynthesisj 
J. Biol. Chem. , Vol. 2 6 9, No. 4 2 (1 9 9 4) 
P. 25999-2 6005 

US, 5436265, A (Merck Frosst Canada, 
Inc. , Can. ) 25. l£. 1 995 (25. 01. 95) & 
GB, 228374 5, A 



1, 2, 4, 7, 
8 

1, 2, 4, 7, 
8 

1. 2, 4, 7, 
8 



1, 2, 4, 1 0 
1 1 



1 1 



1, 2,4, 10 
1 1 



«SCPCT/I SA/2 1 0 (*2^<- 



V<omZ) (1 9 9 2^7^) 



